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1 1 

( i ) NOD 2 b yB*^/<-4? 1 (procaspase-1) 
Mtfi -/a l 

( i i ) NOD 2 t l (procaspase-1) ©<S^«:|fi1lt4i 

( i i i ) NOD 2 b -fu jj^^-M 1 (procaspase-l) O^ilft^ 
- b *!&WLtir2>JjXs<;~l£l (caspase-l) O^ffi*^rj* 0 

2 ] 

NOD2fcyn*^-k*l (procaspase-1) |fi#-*-* £ b 

3 ] 

N0D2^n*7/t-^i (procaspase-1) 2>fc%®*& 

5 ] 

NOD2iyn*^^-€l (procaspase-1) Mt^OR 
5££BrC*o"C\ NOD 2 t7u%X/*-1£l<Dm&$:liSMfc-r2>&flrT, N O D 2 & «fc 
0 r / / 4fe{±^n*^A--l?l 4rffr&»£SHte$-e\ NOD2 b rfxi 1 <D&&* 

1 1 § * v <fc tf/ £ £ ti v - ij - ^r^ffli- *m v^x. io v 

J: 0, NOD 2 t7 p n^x^-?--b*l 0|t^-^ia«-t^^S^*^-r^^?*o 

6 ] 

(i) NOD 2 fcyn#x^--*f 1 (procaspase-1) <D&&*mm-f& C t 
( i i ) NOD 2 t-fvUX/i-Hl (procaspase-1) 0»^tlff4£ 

( i i i ) NOD 2 b -fu fj K^-i£ l (procaspase-1) IB*"*-* 
C t 1 (caspase-l) O^JftB&*#J 0 

H*3fc» 7 ] 

( i ) NOD 2 tyn^X/N"-^ 1 (procaspase-1) OiBrfrfclfl*-*-*-^ 
**4?&< fcfc lo#^*yn#;*/*-^io#g#:ft|5E#&k 

( i i ) NOD 2 tyo*^^--lf 1 (procaspase-1) <Z>*&-g-£IM1-<Mfc 
-6**^4 < fc * 1 yn #x^-^£ l ©EHkffclfiS&k 

( i i i ) NOD 2 b rfu * X^--tf 1 (procaspase-1) 0|£>£-£|51#1-* 
ik&m*'P%:< b lo-g-^f-f *#X^--tf 1 (caspase-l) 0^j£ffiWHo 
8 ] 

NOD2 t7 p n#x^--tf 1 (procaspase-1) O^^ffi^-f* £ fc £#ttfc 

umm 9 ] 

NOD 2 b-fuij 1 (procaspase-1) 
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Mr&g i o ] 

[W*3C 11] 

o wrtifr im^mm<Dffi±m& a v?/ttzi,i%smMo 
umm 1 2 ] 

»*B5 tciamoiwi^^^ffiv^ii^^^-r^^^y h-e&ot. NOD 2. N 

procaspase-1) , :/n 1 *3- K"t£ #U * * .1/*?- K> 
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imm%] mm* 

[&*#»] 
[0 0 0 1 1 

3Mfc9!H\ NOD2tyn*^-€l (procaspase-l) 

Xs*— tr 1 (caspase-1) 0^jftffi#^rfe»-Hi-*o NO 

d 2 tyo i £is«-r&£ t *mBL£-r&ik&&&!&<nm±i3&2s.zv 

/tiZtefem-fi&l-mirZo ZbK, NOD 2 fc:/n l©i^4:ffiftJM 

$>fc* N0D2\ N0D2*3-Kt4#'J^?V*f K, * * V*"^ 

£^ £0^^? 9 %>1&W.Wfcfe<0*) < «S>i/»-r*u&» lot. 

[0 0 0 2] 

# 1 f±. -f>^-n^^>l pfflfmft (interleukin-l£-c 

onverting enzymeilCE) t fcPffftu IfefEte-'M > a >f >-Tr£>£>f 
^_n^*>l (jjHT\ IL-ljJtl&tn) ^r/^-n^>18 (JSLT, IL 

@MMWfc«t 1 - 4 ) o *^^-*iaer-ttjfefitt*fl». k 
(ST, LPSi#»t4) -eMS^tt, lflMttraflloJWat-ciilin-ra m 

gwfxir4-6) o m* ©$fcett*uiu ma.&, (uf 1 

amma tory bowel disease) > V ^vf-$|:iv>T, AX^— 4f 1 
[0 0 0 3] 

-ZtiKWi geWfc<£ fc#x. p>*ltv>£ 0 £©«gfc::i3v*-c\ -/a 

1 O^MfltffcWU R I P 2 ^;l±N0D 1 ^nA^;<-t*l k^tSit 
^if«$*L&£i $*i/CV>£ (gMMW0R7:&J:0 r 8) o 
[0 0 0 4] 

J0LT WWffl* K & ^ T 3 \m L fclfclft & ?!) IBi" £ o 

l&ftXWl 1 ] gRM2?l§#W0 0 1/6 7 2 9 9f/t>7l/7h. 
I^trai] HM*"*- (Nature) J > 1 9 9 2#, i3 5 6i, p. 
768-774. 

[3MW:StlR2] rt'fi^ (Science) J, 1 9 9 2^ i2 5 6t, p 
. 9 7 - 1 0 0o 

m^WXn3] ["^M^-J . 1 9 9 7^, ^3 8 6t, p. 619-623o 

[fmiitxwu} r^-f^^^j > 1997^, i2 7 5t, p . 206-209, 

[m*JttXWL5} T^^^^-J . 1 9 9 4^, f 3 7 0t, p. 270-275o 
[*4Hfcfcit6] [79 y K (Blood) J, 1 9 9 8^ i9 1t, p. 5 7 7 

- 5 8 4 0 

[#M#irJC$fc7] [XUZsY A^ny- (Current B i o 1 o g y) J 
> 1 9 9 8^> ^8t, p. 885-888 0 

[^#fWcifc8] ryy ^t7-f^*^ -f- 

— *r— s s 3~y X (Biochemical and Biophysical Re 
search Co mm unications)_K 2 0 0 2^, I2 9 9i, p. 
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6 5 2 - 6 5 80 

[^#M9] r^ir-^A' *-3*hy-(Journ 
al of Biological Chemistry) J, 2002*, ^27 
p. 41701-41705 o 

[^BMfrjtlttl 0] r^Tf b (Gut) J, 2 0 0 3#, i5 2t, p. 840-8 
4 60 

[*#^tl 1] Wv—ffr /Utn^jP ^5*H;-J, 2 00 

|2 7 6t, p. 4812-4818o 
[#«f 1 2] (K. M. U 1 me r) , (S c i e n c 

e) J , 1 9 8 3^ H2 19t, p. 6 6 6-6 7 U 

[#§tf5:f 1 3] X<*7* Y&m , %mw&.<ki±, 1 9 7 5^0 

[|^™i 4] K ~>>x~>* (Peptide Synthesis 

) J , W >^--if .x>-* (Interscience) , —a. — 3 — ^ (New 
York) , 1 9 9 6*0 

l&ftftXWil 5] Pte* (C e 1 1 J , 1 9 9 5^, i8 0i, p. 401-41 

lo 

[#^ttl 6] rt-fiV^J . 1 9 9 5^, ^2 6 7t, p. 2000-20 
0 3 o 

l^tM 17] [yny-f^n if i-i/si-fr TJJTS- * 

-f t^fx>yX aNtyK XT-y *7 (Proc 

eedings of The N.a tional Academy of Sci 
ences of The United States of America) 
_K 2 0 0 1^, 19 8^ pl3249-13254 0 

[*!ilMl 8] r*-f^-J , 2 0 0 3*, i4 2 3t, p. 356-361 

O 

I^tf 19] (Biochemical 
Pharmacology) J, 2 0 0 2*, §6 4^ p. 1 - 8 o 

[0 0 0 5 j 

7n 1 <0#fi^kEE#, •/n*^/'?-* l ©Stt-fkia** J: CT* 1 <9 

a*. t> v> t iiife^tt^m <o ®±& x x?/ 1 tz a ft* * ttib c « * an*-*- * - 
a *> 

[0 0 0 6] 

±tmm*m&:^<*&w%himimt]L, ^*^-^i#nod2 tffisf^ 

V'>U 3 ( i n s i 1 i c o) T^SJU -€* LTN O D 2 b7u%xsi 

[0 0 0 7] 

1. JBLTW^J: •jatftLSH^ft ; 

(i) NOD 2 t "/n* l (procaspase-1) Wilftiil: 

( i i ) NOD 2 ^n*^--K 1 (procaspase-l) C0|g^^Pl#-f4 CI 
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( i i i ) NOD 2 t :/o 1 (procaspase-1) & 

it 1 (caspase-1) <£>£j&PS##&> 

2. NOD 2 b7wftx/i—V 1 (procaspase-l) PJ.#1~<5> i t £ 

3. NOD2^n*^'-b*l (procaspase-l) ^-g-fclfill^&lt^-^ 

5. NOD 2 fcyn*^-lf 1 (procaspase-l) <D%&&* M^Mb^^ 
OH^fttafeot, NOD 2 i^n**/-?-^ 1 W»^*Tiri6tw"t**f^T> NOD 2 

^ ^- ;v is * tf / 4 t± -7 - ii - <njf&% L < ti W*t£ iiF/i/ctt^Mt^w 
fcfc X *K NOD 2 tzfZtjJAsS-lfl ^*I*t^^^^^t^^ 

6 . jaroi* i >3 «if *l* pi«#J ; 

(i) NOD 2 "/n 1 (procaspase-l) Ott^-SrS!*"*" & £ t 

( i i ) NOD 2 t 7°tt 1 (procaspase-l) O^-a-^MWi"^ £ 

( i i i) NOD 2 £ -/n # *^-^f 1 (procaspase-l) <£>££'£- : HIII1~& 

+ 1 (caspase-l) <&&jfcB&#aU 

7 . JBlTOi* «fc «5 MtttiZ m&M ; 

(i) NOD 2 :/n 1 (procaspase-l) 

( i i ) NOD 2 fcyn**^ — (procaspase-l) O^t^-SrPlSi-Mb 

( i i i ) NOD 2 b7ulj 1 (procaspase-l) PS W1" h 

ik&%d*&% < i & 1 o-g-^ri-S 1 (caspase-1) ^^^Ra^^J. 

8. NOD 2 i^tf -tf 1 (procaspase-l) £Pl#-f & £ 1 4: 

9. NOD 2 t-fuj] 1 (procaspase-l) ft^-* 

12. tKrC5. ©W36^«Kfflv>*£i:t4»«fci-*l«5*y f^ot, NOD2, N 
OD 2 Sr3- K-r*#y * * V^f- K> RtfU* * V**- K^ttS^^-^iD^ 
^ *-*^i-*3&JME9Wfc<0? *><B^fc < i fcv»-f*tjft» 1 oi, ^n**^-— l ( 
procaspase-l) > 1 *a- K"**#V V**" K> 

£ *>v>r;M*l^i£'^^&&i£^*-.? K 
[0 0 0 8] 

2M&93-C14NOD 2 ifi-fuii */-?-^*l b$H&-f% Z t*M>mLt: 0 -ftat>%, NOD 
2 h 7n # 1 # s jg^1-&>l£KJ: >9> 7°n a l *u 
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mz.ztizztz%}&xwbfrKLtz 0 * * e i k m-^-t & & *) 

* ,i _ ^ ! 0 ^ % wg-t Z,Z.t*mWt-tZ> l± , ^it^IW RfrihiS XV /tit 
[0 0 0 9] 

[0 0 10] 

#5&9ifc*5v>Tti\ NOD 2i t '/n*^-«l fcffiHf^ffl"t& i g^<2rMWO 
0 1/6 7 2 9 9f^>71/7 MBt^Cfot^ ^ i"J sT^iHLfco f IT^R 
691:, NOD2^nA^-4?Ui»^t«ifc*"!9 5»*i:Uo ZbK, N0D2t 

l&fcyn * * l * # * -tf 1 ^(Dfcmtis X ViJ 7, tf i <n§E&ift \%mz 
S*U JffllfefiT? I L - 1 (proIL-M) O*^^— K^tt^WKf^W* 

[0 0 1 1 ] 

N0D2(t CARD1 5fcfetftf*U Jji5£ (##^^9) , @mW$M9 

) , em* (##w»9) , mmt (w®f?XM9) . mvmm (^#^»9) , m 

1.BLMM is XV l 0) > isXV^^uy r -V 0) 

LTl^Ct, Jfett«t'g'a3«ttejflL*fflJ&*H L - 6 0 ^It^MMF H C t?(4 L P 
S^MiUJEH^a (&T> TNF-« tm&^-r^.) »O*S«i-eN0 D 2 atteT-*** 
Jni-<5it75 s ^^ttTV>S (##^m9) o N0D2©lii:U(t NOD2itfc 
HHL-6 0M&K-i&14f&St$-£& £fcHJ:l)NF-* BsWBttflSS tL^> C 

(^fjtf 1 1) o L^Lft^fe, NOD2^n*^-lf-l^L 

[0 0 12] 

CLtLfcj^ NOD 2 t7°u*XJ*-~e l ^tift^i^:i *K T'naxrc- 
VKD&mmt, 7u%Xs*--Vl<Dfe®Lfc1SXV1iXs*--Vl<DikJ&Zm^'?%, ^<^> 

[0 0 13] 

CtLib^^*o%^T, 2|c|&W^^v^Tti % NOD 2 i:^n*^-- If l *>*frfr*IMF 

, \z \m&&mm<DW}±-%m& xv/ttz mmm^m *vmr * . 

[0 0 14] 

N O D 2 «CT35 i O'Sjt^i'a - V"? & *° } > K*±n **L-?*JB?ll3W>HB?!l# 

f§-itsx vmn^ 2 Kmmo&Mmfr 1 mittis * vmmtt 
^ 3 _ k-t a # v ^ k « , -e tL-rtLie^)^oBB^ij#-^ 3 & «t ote^j*-* 4 tcta«^# 

BB^&fcSo NOD 2. yn*^/t-^f l isXVZfib<D&{K=Fl*±m&%&nfrb%2> 

ffi!E#2 004-3122102 
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[0 0 15] 

rNOD 2 t^n 45 1 Oft^-J t ti> N0D2 t^n*^-» l#fi[^fltt 

^i-Sidt*. 7K^M^> i 0 f »*»*Sftffl*O***tt'6'KJ: >9 > NO 

D2 fc^n*^^— H l**ffiEf^ffl-t&ii:**lS|ci-&o tit^tli, N0D2 t 
yn*^^-^l^tLip^O-^^i5^T^i-tL{fje.l5 So «x.tf, NOD 2* 
fcJi-Zn*^-* 1 ^iit^T^I^I 1 !:, NOD 2 £ 7n 1 <7)|g^^ 

[0 0 16] 

NOD 2 i^n*^-«lfl <Dm&l*> ft«ifclWfcJ:*#zfc$fo<0?IB, y-'W^'J 
[0 0 17] 

#g»J2 ? K> C*fcmy c -H i s - t a gWSD$W;NOD2 

kN*t:FLAG-t a gWJffl^tifc^n 1 ?>i®^£. M^U^^ V<D 

mfTtZii^X* tilmy ctiLfcZ fctijftFL AG M 2 ^#*Mv>t:^itPt Lfc#ifc% 
fctrCFLAG M 2 tfrfct fctttftm y c^fflv^wr/^yf-f 

[0 0 18] 

f/n l ©£*fl&ffcj tit, -/ufjxss-lf 1 H±**|t£-U 

«^MW-S-i:^t*t* 0 #-fi#*b«U N0D2tyn*^;^€U^f 
Si fc^«t iJiEat^ttSo Sfc, -/n*^/N°--tf l^1"S*^^N°-^fU^;v- 

>f > (Caspase recrui tment doma i n ; CARD) #• 
£#4b tclff ft&fll * * L X V> £ £ £: 7&*£n h fix ^ Z> o £ fitJ&l" £ 7 o # X /•? 

[0 0 19] 

IVo**^-* 1 <Dm&i\L\ tit, zfu%xs*-1£ 1 co#S#>fb^#v^ -/n # 
— l*«aeiO»f§*L, ItP&J&S ft* £ t =^itP*1-So N0D2t7 p n*X 

e«©f^i ! 9> -5-0^*, 1 ^jS^ttSo 

[0 0 2 0] 

[0 0 2 1] 

7°n * if l ©^JHMfcBM^ -fv **/<~tf 1 Oflra<tR&#*5 J: l 
O^Jft 81*14, NOD 2 fc^aj&x/-?— eiOflf'6'S:ia#i-4'ft^«*ffiv»*i 

[0 0 2 2] 

NOD 2 -/n 1 ©|fr&-*l!MM-*'ffrfr*fc U, L< tta§§E#ir£*# 

Ifbti&o N O D 2 t ^ l O^^tlKl Pitt ^ t ii> S 

[0 0 2 3] 

NOD 2 h 7*0 l ^^^laW'TS'fb^t Lt, «x.lf, N0D2t^n 
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its «£ y n A^^-ifioi eioimtt a t k -c # s o **** # i-?* k»± , 

NOD 2 4 tz\ffuij l (OT 5 ^ BfclB ffcit" U g#^<^^^^ K^lSfe 

£.£ t)£$LLfct>(Dfrb, NOD2 fc:/n a XAC-4fi©*&^*K#i-a&0 

& e to i a 4«^*iAt^#'J ^^f Kli, NOD2tyn*^-4?l©^tB 

S#^(ig#^-CJbl9. (Ulmer) Oftf (^NftfcfclRl 2) £fU 

[0 0 2 4] 

&m&, WittfFmoc^tWiJ:^i4. * fcliltfJROT 5 y 
[0 0 2 5] 

N0D2 i:7 p n*X/^--fe* 1 <&#t#*>lfi#H NOD2 4 fctt"7n 1 SrSfft 

i-*St#-C*ot\ NOD 2 t^n*^^-b*l(7)gM?l*t^$LMfflv>§ii:}a 
oT&H*fenrtBT*& ;| >o N0D2tfcli^n*^-Klg#, Sfcttt 

tteoKfJt^U^^f- K> L< &N0D 2 k 1 ^fS»7 5 

•2) o 

[0 0 2 6] 

no d 2 fc -fu **/<~tf i iis-*-*'ffrfr'»H im©iip D p^^ y 

, PI^J:? mmt&m) fcN0D2i5J:t) f /lf;(i/n*^-b*ltt 

nod 2 t7 p n*^^---tfio^^^mi-^-t^-e§^»>'^-f;v*3J:r>V 

< tt*#«E* fe»±«ft**ffi**-a N0D2t^A 1 Ott-frfcRI* 

•f <Mt-£"%fcra£^&° flflxtfNOD 2 tyn*^-*10ft*i:J: i)4t^.v^t 
^t^tt»tt^O^-*-**. ttMt* NO D 2 ^ i I?/* fctt^n 1 

NOD 2 -/n#;*^--£l lfi#-f* i><DX~$>& tmi£~C£2>o frfr&WlfcjSfe 

iz&^X tWb-fr»*NOD 2*5J:OV* fcliyn*^;<-S 1 k^*»»$-ii\ -to 
^ i:N OD 2 fcyn*^-^l ^HSit fcRnt&-T?&*K * fc»±«8frffr&-»* £ 
ftfcW«^©iflf^=##3«£fc fc-'WC**- N0D2 t^n**^--* l <D®&* 

AH NO D 2 fc "/n 1 t*»aS*fc«fitfflv»4 £ i i. «K 

N0D2*3- K-fa#'J^^ V*-f-K**tra^fl:^^^-i: , /D* 

miE#2 004-3122102 
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-t£ 1 * =r - r-th ** V % 9 V * K * ^trM £ ^ ^ * - i: £ v> T « ffl ^ftfrf 

^ u -v-x-ttezcDi* exam® t tz \±*£M^®.n*nm t Lxfmm «m s tt 

, t7tti^mffl<0^t: Wx.if6XHi s-tag*. ^O^O^flJffit?§ 

£ Q £tLfe^^^>i'*fe»i^-*-«>«iii*ttttS«#^»iJiIfll©fcO-r**o NOD 2 

[0 0 2 7] 

jy^cti, WitlfN 0 D 2 i ^li^n * 1 O-^tBMU flfc^SrV^f- 
fc*nfc*Lfc-HRtt*>f >° (in vitro) fci3»t ttW^ft 

*Unx.rMi-*c: ttci >9> nod 2^n*^-i?iofi^ait*fl:*«^ 

[0 0 2 8] 

§ * aaife * m ^ x mu to k & »t & tt-a-as * i&m -r & uwtm k , * ft 

NOD 2 h-fuiix/*—& \<Dffi&*ft& : ft.W ; fe*?V z-KfyrfuvT-J 
<D^:^m"^mii!iiri>^tKX-oX, (in vivo) C*v»TNOD2fc^ 

[0 0 2 9] 

ttz 4&\<Dy-^'C?V ?K (two-hybrid) ft*fflv»4ii: fciirfl&-e*S 

o nod 2 tDXA&&m&n*m&m&ntLx&$i-r2>79A$ >\ ^n* 

[0 0 3 0] 

lf737^fA (BIACORE system) ♦®*i'/?X* V*»tVt- 
, >vf v _^ 3> 7-oiip^5f ^7^^^^ (Sc int i 1 1 at i on prox 
Uity assay, SPA), *4v>liSt**i»x^^^-(g$ (F 1 u o r e s 
cence resonance energy transfer, FRET) fcjSffl 
Lfc^&Srffl^T, NOD 2 tyn*^-t*l b EM? ZfotetoZMtet & Z 

t *>~asmx$>& 0 

[0 0 3 1 ] 

nod 2 \ l z£%7u%xs*-^i<D&mmkz~%mKi-2>g:i ! t*^nL, m&ft 

T-CNODZfiiV/Sfctt^D*^-*^*^****^ ^CV^-e, NOD 

tzi±z<Dmk*%LB-?&ztK±t), nod 2 k j: a i o^-stttttifi* 

*Mfc^W*ra£"iiri&-C**o HIi3i:^L/:i9C, N O D 2 itfcr?-* fcli 

^D*^;<-ei £ $ ffijSl «r ffl V* tilfl £ 2> * X ^ - -tf 1 co#3: 

#ft*i8l£1-**Jfc**fflv >- C* NOD 2 Hijyn*^-1f 1 ^iteflsfcEfiW-f & 

miE#2 004-3122102 
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[0 0 3 2] 

fNOD 2 &XTf/Z tz\ffujj^^-^. 1 NOD 2 

i & # •£* l ^^'tt-fb^^mi-^. itOT^^WisJ: Xf/*tz it iJ 

-£flfe*HJfe'i>rf6 , ?*4o IZtfLTzX -5 fc, NOD 2jffci L 43 < i:Cf7 p n;*7 

*/N---fcf litfSW^^-r^ I L - 1 /?£^gtm^K^>£ft&.l L - 1 

f/rliM^^^Mtl^Mt^uttai), NOD 2 KtZ-fujj*^- 

^i(ommk*^^&it&yij*n^m-Tz$>z>o nod 2 K<fc&7 p n#;^-.tr 1 

[0 0 3 3] 

NOD 2 ^3 «tCJ f 7 p n^7^./'N 0 — -If l {2^ £*.6&it^I^«¥ffi^3mS*fcfflll£, 
, £Jifc*fcSfc£|&«$ftfcfc<0^fcoTfe J:v*o Sfc, NOD 2 fc"7n 1 

f- K\ «x.tf/9-35T9^ h~>^--fc\ IgG^M/n/»JVFcIfr, His-ta 
g, Myc-tag, HA— tag, FLAG-t ag, tfeliXp r e s s-t agf 
©tag^f KIJ> i£8&KJfc$ TfcttV yi3-^~?T- K^fc^Lr||«ftt:, itfc^-I 

[0 0 3 4] 

NOD 2 t 7°n -tf l ofi[^ifcHNOD2 J: S :/n # 1 <Dg>mmt 

*o ^i^(i#*#^^^^m-rs7ti6^ N nod2^u# 

ft^b'tS^SB^J8lf^tL^v^7 , n^x/N 0 --lf UE*#, Wittf-tOT 5 7 miS^J 2 8 5 
[0 0 3 5] 

tt&yg^tfmfhti&o **VM± N N0D2t7 , n*^A-b'l©^»7?y^@e 
ftl & 55: S ^ U ^ :/*• K <DMM £ v> TK5y/ 7*-*f W > L T# 6 ft fcf i 

[0 0 3 6] 

i ^fei4<bPi#^j^ x xffjx'i-* i w^jsffi»3W t Lxmm^m^ & „ 

[0 0 3 7] 

m&M& x zf/ttzittiamvL m.v t izmmmB,<om±jj&& x vt/ztzitmmjfmzmm 

[0 0 3 8] 

ftfe^tt-y-w h *>r x-ox&&2tiz>&.fc<7>Mffl%ELf&. •t^t>ibmmz^mLtz 

tB|E# 2004-3122102 
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4k&&&MEU&&&& (systemic infla mm atory respons 
e syndrome) -e&& 0 * 1 iHS^&tt^ *T?ti, xyKf^^/Vv 

3 v ?izMi-zmfflk-t)m'rzLi!>m-&ztix^z> (^trit 1 5) . 

-1 ^ItflL-l 8 <DMiiL-t) 1 tete i &'£li'$PfflZti2> ii:#f§?^tV^ (^#f^X 
JR4> 15*3*0*16) o £*Lfc5&><b, l<BfiH£*IH£"t'&£fcfc*!K 
P77 -^^t,^$iij IL-l/J^i^IL-l 80m^iiSn?r^LTfe^^ 

D77- y"eill«E$ ttr v> £ (*«rlfcfc«t 9 £ J: 1 0 ) 0 Vti&v T, N O D 2 

^, N -_-tf j o^>fkP£#^ J: IF* 1 ©£jfcfi#fcJ: «JlfcJfiL£<&l*lI:*5 XTf/tiz 

[0 0 3 9] 

&DS^**»<&lfc!fett£«#-*« lEHtv^Kr'** h9>«Bfc (^T> DSSfc 

CDSS LfcStefc !4:*:»&*3&Je Uv>tfc, DSSft^Lfc*^-*! 

&fcttm^*XfrhMMVfz-kM®M%m<DI L- 1 jJ^^IL-l 8»fi{4, D 

i 7) o £*nb©*&*wu ^ji*o»je-3t»t*^/<--«iSttoJijbnfc't*t^fli^ i 
L-i fi&xviL-i %frwnn&*M^&%^^*yF-$-k<Dx-hz>o — ^> no 

D 2 II§-h&jffiJ&-*"^* 077- 3>-C»S*«aMR3 *vr v>4 (^RvfclR 10) . 

tfc^ot, NOD 2 fc -/n 1 <0«r£-*ffiWU O^-Cli^n ij */-*--t£ 1 <^ 

[0 0 4 0] 

* (^#lrttl8) o 4fc, 39-'T>"C«Hi$*t4M«f^7*^v^^H*^/'«— H 

i mmm zyt^tzt &mnmM s *l & - 1 $ *lt v* * i9).u 

&o V ^v^^^fc 1 E&##J (Pralnacasan. Ver 

t e xtt) «^^2ffi^)jlfi : 4'trab^o NOD 2«CW4^^D7r-^ 

LT v> 3 fcv>3 (»M10) o U:^ot, N0D2i:7 s D*^-€ 
l©tt-fr*IB#U IM^Ttt^n 1 <D&mmtffl.^ •/n**/<~tf KDitt 

ft|fl#*5 J: 1 OA*BI#K 4 "5 U »>v^oi»jhisJ:t//Sfef±?&***TOC 

[0 0 4 1] 

4V>^\ a*»4, 1*4 fctt2*&±<&E&JBffi#*;flv*TE£^»a: LtSit^ 
[0 0 4 2] 

TOO. 0 0 0 0 1-7011%, jfiKliO. 0 0 0 1~5ii%SMffli:t4 
[0 0 4 3] 

ffiiE# 2004-3122102 
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[0 0 4 4] 

tfiix-ifTR. mmM^fft^ztiz^WimftL 37-^, >k^-w3-;k #y*r 

-t??^^ *5>c, ^'J-b'J^, 7" n fc? V > ^" y n — JV> ^ijxfv>7'J3- 

iicfDcnt 1 mm* tzn 2 asjai^jfi^-c-ffiffl $ tL* 0 

[0 0 4 5] 
[0 0 4 6] 

o *at#ciS5e»i*<^ «x.tf^3-^, ^y-*. 

y^i; 3-;vv;vtf^>7^^;vi^f;v^> *°y ^J-f- v>t;v^^^-7-^^. 

[0 0 4 7] 

o 

[0 0 4 8] 

^MsSflfc Ltli, Wz-&&tti- h U M*'JvA, tt£U ^y -fey >^£0!!aJn 
[0 0 4 9] 

h#J£ LTii, Wilfxf hSth'J^A, ^i^fBJ^IJo 
[0 0 5 0] 

[0 0 5 1] 

lkg^WO. 0 1 ix g»il 0 0mgSS> SP* b< Ji#sj0. 

tBiE#2 004-3122102 
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[0 0 5 2 ] 

v> ii g fig Kit is <£ l>V * litem arfliO'ffrfrW £ t± fc # fcttJB t T 

[0 0 5 3] 

[0 0 5 4] 

»su m*m. M&m. *-7*A'm*<omim J fim*. *®&m 

tTignaU (A**U a&fiffl) > «#5W, "&A#J> ^M£iJ> $T5W, * 

[0 0 5 5] 

*fe»w*Higti, N0D2. NOD 2 fca- K-*-*#'J 
[0 0 5 6] 

*tt^*wK&&fe\*. mm^ 1 ) 9 9^^^h^mm^^mDNA^9 9~, mmm 

[0 0 5 7] 

±ie^y M4, NOD 2 ^7 p n*^/^--b*l^)^^^tBi-'5>^*e>^v^^^^«t^V 
[0 0 5 8] 

mmm 1 ] 

[0 0 5 9] 

f- Ft'^L> rf^yf- ^ &gB?!]&& V>U-?-<E>T 3 y" BfcK?tl i: ffi IWj & T 5 

ffiiE# 2004-3122102 
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. NOD2*^fflU, 
2 ] 

[0 0 6 0] 

(NOD 2 7n l ©IfrfrflWf) 

NOD 2 k-fvfi*'*—* 1 >tV y?T 

[0 0 6 1 ] 

5Sl^y^f^>J75->i:ai^Iff (C 2 8 5 A) Srffi^fco :/n**/<- 
-tfl (C 2 8 5A) 14, T? smm&KX SBSJWnWSi fcv> 0 :/n#*^- 

-tfl (C 2 8 5A) ©t-^/'J-^mv-A (JUIT. ORFt^t^) * p C 
MV-Tag2 (STRATAGENEti) K#Xt, N*i:FLAG - t a gWJO? 
fi/^n^^/'t-^l (C 2 8 5 A) [FLAG — proc aspase— l.(C285 
A) ) KSrWfco Sfc, N0D2W0RF^pcDNA3. 1/my c - 

His (I NV I TROGENtt) K#AU C*Cmy c — H i s — t a gWH^tl 
/iNOD2 (NOD 2 -my c - H i s) 5&^JB"/7*$ K*#fc 0 
[0 0 6 2] 

HEK 2 9 3 T»i:, FLAG-procaspase-1 (C 285 A) 
9*5 K(0*^ NOD 2-my c-H i s 7 *7 X 5 K©*> * tiffin* jfi*^*? 

FuGene6 (Roche tt) ^fflv^t h 5>^7x^->3 >U; 0 ^tlffl^ 
9*5 K»4, -ett-rtt2. 5 ^ g-f^fflv^^o £ fc, DNA©Hfti5// gt^^i^C 
pCMV-Tag2 £fc!4p c DNA 3. 1 (-) /my c-His KTplgLtfro 4 8 
BfTO*^ 0 . 5 m 1 <DV i/Xrty 77-1 (lysis buffer 1 : 50m 
M Tris-HCl (pH7. 6) /150mM NaCl/0. 1% /-ff hP 

-4 0 (np-4 o) ] Krmmmmm^^MLtzo i gG^r 

ffu—X (mouse IgG— conjugated agarose^ Sigma $fc 
) SfcttfriMFI gGig^T^n-^ (S i gmatt) fc&iDU 4 1 B# mtifltlffl 
L^m> ±t»*IUJDlL7to #-t»fcguFL AG M 2 7 #n-* (Santa 

C r u ztt) tfctttftmy c ttfrtt^TJJTn -J* (Santa C r u ztt) *$6inU 
KMEfTOBLfclfc, JiW*Bfc*LT*&^Wfl**IIJfcL.fco S D S - P 

AGET?gH^ fitmycttft (Santa Cruztt) ^ilFgilFLAG M2#u# 

[0 0 6 3] 

«Itl^;o tfc, B 1 -BO^BI^i-J: 1 NOD 2 -my c -H i s t F L A 
G-procaspase-1 (C 285 A) ^^S$^/:iW^ML/;ttifi 
^^•o^T^lFLAG M2^fr*JBv*T&&ifc|$Lfc*&*. NOD2-myc-His 
K**tfcffi$*i;fco *W<> Kailli, NOD2-myc-Hi s *J|t»a$*Tf^ 

m l tzmmmmm zft&ttM L.fcn# \,z&m $ fttz^-y km* k j* l ra&#> o £ £ t # ^ „ 

NOD 2 ri*:/n5& 1 t&ifc-tZ fc#x.lb*Lfco 4*:ra»t % H 1 -B<D^mKm 

1-Xdte&my c&fr-efkf&itfeLizm** NOD2-myc-Hi stFLAG-pr 
ocaspase-1 (C 285 A) *ttzfflBfe&&"?0^ FLAG-pr 

ocaspase-1 (C 285 A) <Ds*> ViWkto £ ttfc CI t ^ :/n #;^N---t£ l 
^NOD 2 fc#x.e>*Lfe 0 ELhOlMW^ NOD 2 i4 7* n # i fc^f 
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[^lfe« 3 ] 
[0 0 6 4] 

(N 0 D 2 «fc & * xs*- •*? l o^S#:fls<O'fE3it0>tfcIfr) 

yn#;^--£ 1 l^<Dmmt\*. 1 (O^mth^fi 

[0 0 6 5] 

45-5= Hffl t. 5 K 

7>n#*/s'--te* 1 (C 2 8 5 A) 0 R F £ p CM V - T a g 3 (STRATAGENE 
tt) CiXU N*Cmyc-tag##iD$*Lfc^*^-«l (C 2 8 5 A) CM 
yc-procaspase-1 (C 2 8 5 A) ] Mffl^5^5 K*#fco Sfc. NO 
D2 ORFfcp CMV-T a g 5 (STRATAGENE t±) P#AL, C*Kmyc 
-tag«?^;N0D2 (NOD2-myc) Hffl^7^n^#/;o 
WJ2^»^lSLf:FLAG-p r o c a s p a s e-1 (C 2 8 5 A) * 

[0 0 6 6] 

HEK2 9 3 T^BSt-, FLAG-procaspase-1 (C285A) 
7^5 K0. 5//g*WMyc-procaspase-l (C 2 8 5 A) mm®?? 

5 J «gi:N0D2-mycMffl , /7X5 K0~1. O^g^FuGene 
6 (Rochet) ^^tl>7>^7x^->3>Uo DNAO^Sfi 2 ^ g t «£ 
?KpCMV-Tag5t:tplL/; 0 2 4^«f, 0. 2 5ml/we 1 
^777-2 (2 0mM Tris-HCl (pH7. 5) /150mM NaCl/ 
2mM xf l/>^75>0»» (EDTA) /0. 5% N P - 4 0 ] KT*fflJM#|?£ 
=Hfc»Lfco #*BI6»*MfcO. 2 m 1 HJnUF LAG M2iM^7**n-X 1 5 1 
«U 4 < C-C-B««mfOL^^ ±»*»*L-CT^rn-^*lHlJRLfeo 
77-2^0. 5m 1 |vt73irn-^S: 2 0^^ 2X SDStV7^?7 7- 
£15//I2inx.> 1 0 0tt5»ML/:a S D S — P A GE"CII L> tfcmyctrC 
fJfflviT'Ji^i'V/nyf F L AG — p r o c a s p a s e — 1 (C 
2 8 5 A) t^tt^f^My c-procaspase-1 (C 285 A) Oi£ 

[0 0 6 7] 

<^*> 

H2 -AfcavtJ: o K> »M*iR*?>SiFLAG M 2 J: 9 EHXStLfcttfl-fc 
&v>T N N0D2-mycHSffl7*7^5 KMeflFWKtfcm y c jJvfcT^ffi $ *t*^> K 
<DM;j)miNLtz 0 iWitl^ F L AG- p rocaspase-1 (C 285A) <b£§ 
^•f^My c-procaspase-1 (C 285 A) NOD 2 -my c^^ffi 

575 K^]>7V^7x^'>3 >L£*HJ!&m>-f*U::j3V>-C^ Myc-procasp 
ase-1 (C 2 8 5A) i'^FLAG-p r o c a s p a s e-1 (C 2 8 5A) # 

[*J&« 4 ] 
[0 0 6 8] 

OffiW^Otf^^-^l^lft&p roIL-ljJ^^IL-l p^<Dmmt I L - 1 
/?^4:SIJtNOD2 ^>^J*) 
proIL-1 p&E&mM&K, 7"n*^-^lHIffi7"7^? K*J:tf/tfcli 
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N0D2Mi'/775 V&mXL, NOD 2^T-e7 p n*^/N'--fe* l ^^^^/N°--b* 
l^Sttlb^l^-Mx. «I*IX-Op roIL-lj}HIL-l p^<DWM&± 

[0 0 6 9] 

1. ^1/7^5 KOffofc 

7n 1 0RF«:pCMV-Tag2 HifAU N*KFLAG- tagi ? 

ttiinStifc'/n* l (F L AG-p rocaspase-1) K 

£#fco S*U N0D2-myc»y7^? Kli, 3 ra*0*feTft» Lfc 

M^tzo ProIL-lj5 ORF*pcDNA3. 1/my c-His CSAL^ 
Cm yc-His WSP$tt/cp roIL-1 /?S&SJB7*9.* 5 K£#fc 0 
[0 0 7 0] 

2 . p r o I L - 1 l£&%3Mfi*>ffr& 

HEK2 9 3jffllfelC % proIL-l^Sffl7'7^5K4:FuGene6 (R o c h 
ett) £JBv>-C h 7 >A7 x.9 *s a VU;o -Z<0^ lmg/ml^^x^T^» (g 
e n e t i c i n) ^^"^iiJfiLT < 2> 9 n-VfcS^Lfco SiRLfc^n-xo^ 
*>. p r o I L - 1 /SOUa^Bift^^^n-vSrlS&K^fflv^ CProIL-l/?£ 
JeHSifflfla (HEK 2 9 3) ] o 
[0 0 7 1] 

1 . «rt-e<^p roIL-ljJHIL-l p ^OWmzRlZ-? NOD 2 <7>^ 

6 ^^;vyv- h I L - 1 /J^IIfe (HEK293) £ 5 X 1 0 5 /w e 1 
1IIU- Bfcig*^ FLAG-procaspase-lMffl7*77U'0. 5// 
g«iO f /JfcliNOD2-mycftaffi^5^5K0. 1-2. 0/<g*FuGene 
6 (Rochett) tfflv»Tb9>^7x^5'g>Lfc 0 DNAOi81li2. 5^gt& 
2> J: a CpCMV-Ta g 2 *fc»ip CMV-T a g 5 [:TpSLf: 0 2 4l$WJg*S^ 
W:0. 2 5ml /we 1 1 4> 'J ~>*Ay 7 r - 2 fcitlx, »^M^^Ltc 0 
[0 0 7 2] 

&*i/u*ibimLfcfflJ&i&flMfc4 0 ^ H:5X SDSt>^?77-10^ 1 
fcflllx., 10 0t;T?5^^iL^o SDS-PAGE-CSHU ttmycifc 

#^^v^-c-7^^^ >7n y t-w >^£frv^ proIL-lyS. IL-ljffWii© 
Sis i^NOD 2 *Srfl!jeL^:o £ fc* iftF L A G#L#fcffiV>T 7 9 u y f 4 > 

[0 0 7 3] 

2. ft*^--**- \ I L - 1 ^7>^4:ltSfN0D 2 

6 ^a.;V71x- Ki, I L - 1 p&jg&mffllfc (HEK293) ^5X10 5 /wel 
1 ilLT-^tf> FLAG-procaspase-1 9tMM 7*7^5K0. 5 
g*ilf/ffcliN6D2-myc«iffl7'5X5K0. 1-1. O/zg&FuGene 
6*lv>Tf7>7N7x^y3yL/:o DNA©i;ili2. 5/i gt^-Si^lpCMV 
-T a g 2 ttlii p CMV-T a g 5 KTPSELfco 2 4P#K^«^ ig#_t?i£IIIJRL 
fco HJRL^'7^;v^«Ji-?t : Sr 1 0%*Mit (FCS) ttDMEMt2MI? 
L> human IL-1/9 ELISA kit (Bio Source =|±) £JlV>T 
ttm<o?v hn-;H:tv\ ^S±i*OI L-l ,3££«!lj£Lfco 
[0 0 7 4] 

i3 izm-tX o FLAG-procaspase - l#lgi:/7* 5 KtNOD 2 - 
mycW7^? Kfc**l&il$*fcjfflJ!&^*v»T, NOD 2 - my c ^IttS65 

Miiawi l — i pm.<Dmxtf)*m.*bhfitz 0 m&to-wii i&fcth 

iproIL-l I L- 1 /?^<7)^JKf^ NOD 2 \Z «t OiEii^fL* 1 1 3&*fOW L 

/Co 
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[0 0 7 5] 

H4 KtfItX 9 FLAG-procaspase - l!£gi:/7*5 Ft NOD 2 - 
my cHI^X^ KfcSr*3&a$*^«BJj&K:*v>T, NOD 2 -my cM^^? F 

1 timmit IL-lj9 ©Jffll&n^O^**, N 0 D 2 J: 1) 4&tS ft* - ^fflSLfc. 

[0 0 7 6] 

[Hl&oltJIL&ftgl] 
[0 0 7 7] 

(Hi - A] FLAG-procaspase-l (C285A) 3&3£fl§:/9;*3 F 
<9<3k NOD2-myc-Hi sOT^y^? FW*, * fcliW^fcH^fc-tirT 

itSt^So SfiS^tHili')i^^>/n?f-f>^ (WB) H±i)lto/;„ ( 

[0 1 — B ] £014, NOD2-myc-Hi stFLAG-procaspase 

-l (C 2 8 5 A) ^^m^^tzmm.^b^MLtzmmmmwiiZ'o^xm.FLAG 

M2&fo*m^X%M : ftM (I P) L)fc#*, NOD 2 -my c-H i s <D^> F 

fe^ftPtLfc^H:, NOD2-myc-Hi siFLAG-procaspase- 
1 (C 2 8 5A) S:*imH^»)ltTO*> FLAG-procaspas 
e-1 (C 2 8 5 A) K**tftW $ ft*: C t tit@t3bS e SfiSCO^tBte >7 

i^r^nyfr/^ (WB) ^ffofco (HJfeM 2 ) 
[H2-A] FLAG-procaspase-l (C285A) S&Sffl-/9.X5 K 

* «fc IPM yc-procaspase-1 (C285 A) ^5 Mtf L 
fciKON0D2 -my COMBS'?? X$ Kt*h9>^7x^Vg >bfcjWJfe*»fe 
ftSl)t»WttSiF L A GK;MIU#^I^i:^ V»T, ilfimy c#M£-C 
mm $ *l& > F©i#N O D 2 - m y c HiUl ^7^5 K MSf tt fcitfln L/;ii 
^rai-^HlT-ab^o (HJfeCT 3 ) 

[HI2-B] FLAG-procaspase-l (C285A) ^^M-fy * 5 F 
^it^M yc-procaspase-1 (C 285 A) H^T^;^ KfcBB^L 
fciSONOD 2 -my c S&lUli:/?;* 3 K^b7>^7i^i/a ^ L/Sjfflfl&#><b 
L /;tti)«i: * 4 #M 6 St ©»M * H "C & * „ (£ifcW 3 ) 

[HI 3 ] FLAG-procaspase - 13^79*3; KtN0D2-mycH 

[H4] FLAG-procaspase - 1#&3I^7*5 K (0. 5 // g) iNO 
D2M77^5 Ffcfc&3&m$^fci|fflJ§&fc:i3V>T, N0D2M75^5 H*4£ff 
L-l /9^**»i«JnL.fctfc«:ttW , t*HT?**o HI*. 

* - t «U #iW!&Ca|(CA-t * D N AS*— Sgt-t *jfci6tcln^7t^^ * 
So (fdfeM4) 
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SEQUENCE LISTING 

<110> CELESTAR LEXICO-SCIENCES, INC. 
DAIICHI PHARMACEUTICAL CO. , LTD. 

<120> An inhibitor of procaspase-1 activation 

<130> NP03-1161 

<160> 4 

<170> Patentln version 3.1 

<210> 1 

<211> 3120 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (3120) 

<223> 

<400> 1 

atg ggg gaa gag ggt ggt tea gec tct cac gat gag gag gaa aga gca 48 
Met Gly Glu Glu Gly Gly Ser Ala Ser His Asp Glu Glu Glu Arg Ala 
15 10 15 

agt gtc etc etc gga cat tct ccg ggt tgt gaa atg tgc teg cag gag 96 
Ser Val Leu Leu Gly His Ser Pro Gly Cys Glu Met Cys Ser Gin Glu 
20 25 30 

get ttt cag gca cag agg age cag ctg gtc gag ctg ctg gtc tea ggg 144 
Ala Phe Gin Ala Gin Arg Ser Gin Leu Val Glu Leu Leu Val Ser Gly 
35 40 45 

tec ctg gaa ggc ttc gag agt gtc ctg gac tgg ctg ctg tec tgg gag 192 
Ser Leu Glu Gly Phe Glu Ser Val Leu Asp Trp Leu Leu Ser Trp Glu 
50 55 60 

gtc etc tec tgg gag gac tac gag ggc ttc cac etc ctg ggc cag cct 240 
Val Leu Ser Trp Glu Asp Tyr Glu Gly Phe His Leu Leu Gly Gin Pro 
65 70 75 80 

etc tec cac ttg gee agg cgc ctt ctg gac ace gtc tgg aat aag ggt 288 
Leu Ser His Leu Ala Arg Arg Leu Leu Asp Thr Val Trp Asn Lys Gly 
85 90 95 

act tgg gee tgt cag aag etc ate gcg get gec caa gaa gec cag gee 336 

miE#2 004-3122102 
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Thr Trp Ala Cys Gin Lys Leu He Ala Ala Ala Gin Glu Ala Gin Ala 
100 105 HO 



gac age cag tec ccc aag ctg cat ggc tgc tgg gac ccc cac teg etc 
Asp Ser Gin Ser Pro Lys Leu His Gly Cys Trp Asp Pro His Ser Leu 
115 120 125 



ttc gtc age cag tat gaa tgt gat gaa ate agg ttg ccg ate ttc aca 
Phe Val Ser Gin Tyr Glu Cys Asp Glu He Arg Leu Pro He Phe Thr 
165 170 175 

ccg tec cag agg gca aga agg ctg ctt gat ctt gee acg gtg aaa gcg 
Pro Ser Gin Arg Ala Arg Arg Leu Leu Asp Leu Ala Thr Val Lys Ala 
180 185 190 

aat gga ttg get gee ttc ctt eta caa cat gtt cag gaa tta cca gtc 
Asn Gly Leu Ala Ala Phe Leu Leu Gin His Val Gin Glu Leu Pro Val 
195 200 205 

cca ttg gee ctg cct ttg gaa get gee aca tgc aag aag tat atg gee 
Pro Leu Ala Leu Pro Leu Glu Ala Ala Thr Cys Lys Lys Tyr Met Ala 
210 215 220 

aag ctg agg ace acg gtg tct get cag tct cgc ttc etc agt acc tat 
Lys Leu Arg Thr Thr Val Ser Ala Gin Ser Arg Phe Leu Ser Thr Tyr 
225 230 235 240 

gat gga gca gag acg etc tgc ctg gag gac ata tac aca gag aat gtc 
Asp Gly Ala Glu Thr Leu Cys Leu Glu Asp He Tyr Thr Glu Asn Val 
245 250 255 

ctg gag gtc tgg gca gat gtg ggc atg get gga ccc ccg cag aag age 
Leu Glu Val Trp Ala Asp Val Gly Met Ala Gly Pro Pro Gin Lys Ser 
260 265 270 

cca gee acc ctg ggc ctg gag gag etc ttc age acc cct ggc cac etc 
Pro Ala Thr Leu Gly Leu Glu Glu Leu Phe Ser Thr Pro Gly His Leu 
275 280 285 



384 



cac cca gee cga gac ctg cag agt cac egg cca gee att gtc agg agg 432 
His Pro Ala Arg. Asp Leu Gin Ser His Arg Pro Ala He Val Arg Arg 
130 135 140 

etc cac age cat gtg gag aac atg ctg gac ctg gca tgg gag egg ggt 480 
Leu His Ser His Val Glu Asn Met Leu Asp Leu Ala Trp Glu Arg Gly 
145 150 155 160 



528 



576 



624 



672 



720 



768 



816 



864 



aat gac gat gcg gac act gtg ctg gtg gtg ggt gag gcg ggc agt ggc 912 
Asn Asp Asp Ala Asp Thr Val Leu Val Val Gly Glu Ala Gly Ser Gly 
290 295 300 
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aag age acg etc ctg cag egg ctg cac ttg ctg tgg get gca ggg caa 960 
Lys Ser Thr Leu Leu Gin Arg Leu His Leu Leu Trp Ala Ala Gly Gin 
305 310 315 320 



gac ttc cag gaa ttt etc ttt gtc ttc cca ttc age tgc egg cag ctg 
Asp Phe Gin Glu Phe Leu Phe Val Phe Pro Phe Ser Cys Arg Gin Leu 
325 330 335 



gac cac cct gac cgt gtc ctg tta ace ttt gat ggc ttt gac gag ttc 
Asp His Pro Asp Arg Val Leu Leu Thr Phe Asp Gly Phe Asp Glu Phe 
370 375 380 



cag gaa ctg ttg ctg cag gag ggg ggg tec cca aag acc act aca gat 



1008 



cag tgc atg gee aaa cca etc tct gtg egg act eta etc ttt gag cac 1056 
Gin Cys Met Ala Lys Pro Leu Ser Val Arg Thr Leu Leu Phe Glu His 
340 345 350 

tgc tgt tgg cct gat gtt ggt caa gaa gac ate ttc cag tta etc ctt 1104 
Cys Cys Trp Pro Asp Val Gly Gin Glu Asp He Phe Gin Leu Leu Leu 
355 360 365 



1152 



aag ttc agg ttc acg gat cgt gaa cgc cac tgc tec ccg acc gac ccc 1200 
Lys Phe Arg Phe Thr Asp Arg Glu Arg His Cys Ser Pro Thr Asp Pro 
385 390 395 400 

acc tct gtc cag acc ctg etc ttc aac ctt ctg cag ggc aac ctg ctg 1248 
Thr Ser Val Gin Thr Leu Leu Phe Asn Leu Leu Gin Gly Asn Leu Leu 
405 410 415 

aag aat gee cgc aag gtg gtg acc age cgt ccg gee get gtg teg gcg 1296 
Lys Asn Ala Arg Lys Val Val Thr Ser Arg Pro Ala Ala Val Ser Ala 
420 425 430 

ttc etc agg aag tac ate cgc acc gag ttc aac etc aag ggc ttc tct 1344 
Phe Leu Arg Lys Tyr He Arg Thr Glu Phe Asn Leu Lys Gly Phe Ser 
435 440 445 

gaa cag ggc ate gag ctg tac ctg agg aag cgc cat cat gag ccc ggg 1392 
Glu Gin Gly He Glu Leu Tyr Leu Arg Lys Arg His His Glu Pro Gly 
450 455 460 

gtg gcg gac cgc etc ate cgc ctg etc caa gag acc tea gee ctg cac 1440 
Val Ala Asp Arg Leu He Arg Leu Leu Gin Glu Thr Ser Ala Leu His 
465 * ^ 470 475 480 

ggt ttg tgc cac ctg cct gtc ttc tea tgg atg gtg tec aaa tgc cac 1488 
Gly Leu Cys His Leu Pro Val Phe Ser Trp Met Val Ser Lys Cys His 
485 490 495 



1536 
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Gin Glu Leu Leu Leu Gin Glu Gly Gly Ser Pro Lys Thr Thr Thr Asp 
500 505 510 

atg tac ctg ctg att ctg cag cat ttt ctg ctg cat gcc acc ccc cca 1584 
Met Tyr Leu Leu He Leu Gin His Phe Leu Leu His Ala Thr Pro Pro 
515 520 525 

gac tea get tec caa ggt ctg gga ccc agt ctt ctt egg ggc cgc etc 1632 
Asp Ser Ala Ser Gin Gly Leu Gly Pro Ser Leu Leu Arg Gly Arg Leu 
530 535 540 

ccc acc etc ctg cac ctg ggc aga ctg get ctg tgg ggc ctg ggc atg 1680 
Pro Thr Leu Leu His Leu Gly Arg Leu Ala Leu Trp Gly Leu Gly Met 
545 550 555 560 

tgc tgc tac gtg ttc tea gcc cag cag etc cag gca gca cag gtc age 1728 
Cys Cys Tyr Val Phe Ser Ala Gin Gin Leu Gin Ala Ala Gin Val Ser 
565 570 575 

cct gat gac att tct ctt ggc ttc ctg gtg cgt gcc aaa ggt gtc gtg 1776 
Pro Asp Asp He Ser Leu Gly Phe Leu Val Arg Ala Lys Gly Val Val 
580 585 590 

cca ggg agt acg gcg ccc ctg gaa ttc ctt cac ate act ttc cag tgc 1824 
Pro Gly Ser Thr Ala Pro Leu Glu Phe Leu His He Thr Phe Gin Cys 
595 600 605 

ttc ttt gcc gcg ttc tac ctg gca etc agt get gat gtg cca cca get 1872 
Phe Phe Ala Ala Phe Tyr Leu Ala Leu Ser Ala Asp Val Pro Pro Ala 
610 615 620 

ttg etc aga cac etc ttc aat tgt ggc agg cca ggc aac tea cca atg 1920 
Leu Leu Arg His Leu Phe Asn Cys Gly Arg Pro Gly Asn Ser Pro Met 
625 630 635 640 

gcc agg etc ctg ccc acg atg tgc ate cag gcc teg gag gga aag gac 1968 
Ala Arg Leu Leu Pro Thr Met Cys He Gin Ala Ser Glu Gly Lys Asp 
645 650 655 

age age gtg gca get ttg ctg cag aag gcc gag ccg cac aac ctt cag 2016 
Ser Ser Val Ala Ala Leu Leu Gin Lys Ala Glu Pro His Asn Leu Gin 
660 665 670 

ate aca gca gcc ttc ctg gca ggg ctg ttg tec egg gag cac tgg ggc 2064 
He Thr Ala Ala Phe Leu Ala Gly Leu Leu Ser Arg Glu His Trp Gly 
675 680 685 

ctg ctg get gag tgc cag aca tct gag aag gcc ctg etc egg cgc cag 2112 
Leu Leu Ala Glu Cys Gin Thr Ser Glu Lys Ala Leu Leu Arg Arg Gin 
690 695 700 
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gcc tgt gcc cgc tgg tgt ctg gcc cgc age etc cgc aag cac ttc cac 2160 
Ala Cys Ala Arg Trp Cys Leu Ala Arg Ser Leu Arg Lys His Phe His 
705 710 715 720 



tec ate ccg cca get gca ccg ggt gag gcc aag age gtg cat gcc atg 
Ser He Pro Pro Ala Ala Pro Gly Glu Ala Lys Ser Val His Ala Met 
725 730 735 

ccc ggg ttc ate tgg etc ate egg age ctg tac gag atg cag gag gag 
Pro Gly Phe He Trp Leu He Arg Ser Leu Tyr Glu Met Gin Glu Glu 
740 745 750 

egg ctg get egg aag get gca cgt ggc ctg aat gtt ggg cac etc aag 
Arg Leu Ala Arg Lys Ala Ala Arg Gly Leu Asn Val Gly His Leu Lys 
755 760 765 



tgc aag get ctg tat ttg cgc gat aac aat ate tea gac cga ggc ate 
Cys Lys Ala Leu Tyr Leu Arg Asp Asn Asn He Ser Asp Arg Gly He 
820 825 830 



get eta ttc aac aac aaa ttg act gac ggc tgt gca cac tec atg get 
Ala Leu Phe Asn Asn Lys Leu Thr Asp Gly Cys Ala His Ser Met Ala 
850 855 860 

aag etc ctt gca tgc agg cag aac ttc ttg gca ttg agg ctg ggg aat 
Lys Leu Leu Ala Cys Arg Gin Asn Phe Leu Ala Leu Arg Leu Gly Asn 
865 870 875 880 

aac tac ate act gcc gcg gga gcc caa gtg ctg gcc gag ggg etc cga 
Asn Tyr He Thr Ala Ala Gly Ala Gin Val Leu Ala Glu Gly Leu Arg 
885 890 895 

ggc aac acc tec ttg cag ttc ctg gga ttc tgg ggc aac aga gtg ggt 



2208 



2256 



2304 



ttg aca ttt tgc agt gtg ggc ccc act gag tgt get gcc ctg gcc ttt 2352 
Leu Thr Phe Cys Ser Val Gly Pro Thr Glu Cys Ala Ala Leu Ala Phe 
770 775 780 

gtg ctg cag cac etc egg egg ccc gtg gcc ctg cag ctg gac tac aac 2400 
Val Leu Gin His Leu Arg Arg Pro Val Ala Leu Gin Leu Asp Tyr Asn 
785 790 795 800 

tct gtg ggt gac att ggc gtg gag cag ctg ctg cct tgc ctt ggt gtc 2448 
Ser Val Gly Asp He Gly Val Glu Gin Leu Leu Pro Cys Leu Gly Val 
805 810 815 



2496 



tgc aag etc att gaa tgt get ctt cac tgc gag caa ttg cag aag tta 2544 
Cys Lys Leu He Glu Cys Ala Leu His Cys Glu Gin Leu Gin Lys Leu 
835 840 845 



2592 



2640 



2688 



2736 
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Gly Asn Thr Ser Leu Gin Phe Leu Gly Phe Trp Gly Asn Arg Val Gly 
900 905 910 

gac gag ggg gcc cag gcc ctg get gaa gec ttg ggt gat cac cag age 
Asp Glu Gly Ala Gin Ala Leu Ala Glu Ala Leu Gly Asp His Gin Ser 
915 920 925 



caa gcc ttg gca ctg atg ctg gca aag aac gtc atg eta gaa gaa etc 
Gin Ala Leu Ala Leu Met Leu Ala Lys Asn Val Met Leu Glu Glu Leu 
945 950 955 960 



gaa gga ctg aag aaa aat tea agt ttg aaa ate ctg aag ttg tec aat 
Glu Gly Leu Lys Lys Asn Ser Ser Leu Lys He Leu Lys Leu Ser Asn 
980 985 990 



2784 



ttg agg tgg etc age ctg gtg ggg aac aac att ggc agt gtg ggt gcc 2832 
Leu Arg Trp Leu Ser Leu Val Gly Asn Asn He Gly Ser Val Gly Ala 
930 ' 935 940 



2880 



tgc ctg gag gag aac cat etc cag gat gaa ggt gta tgt tct etc gca 2928 
Cys Leu Glu Glu Asn His Leu Gin Asp Glu Gly Val Cys Ser Leu Ala 
965 970 975 



2976 



aac tgc ate acc tac eta ggg gca gaa gcc etc ctg cag gcc ctt gaa 3024 
Asn Cys He Thr Tyr Leu Gly Ala Glu Ala Leu Leu Gin Ala Leu Glu 
995 1000 1005 

agg aat gac acc ate ctg gaa gtc tgg etc cga ggg aac act ttc 3069 
Arg Asn Asp Thr He Leu Glu Val Trp Leu Arg Gly Asn Thr Phe 
1010 1015 1020 

tct eta gag gag gtt gac aag etc ggc tgc agg gac acc aga etc 3114 
Ser Leu Glu Glu Val Asp Lys Leu Gly Cys Arg Asp Thr Arg Leu 
1025 1030 1035 

ttg ctt 3120 
Leu Leu 
1040 



<210> 2 

<211> 1040 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Glu Glu Gly Gly Ser Ala Ser His Asp Glu Glu Glu Arg Ala 
15 10 15 
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Ser Val Leu Leu Gly His Ser Pro Gly Cys Glu Met Cys Ser Gin Glu 
20 25 30 



Ala Phe Gin Ala Gin Arg Ser Gin Leu Val Glu Leu Leu Val Ser Gly 
35 40 45 



Ser Leu Glu Gly Phe Glu Ser Val Leu Asp Trp Leu Leu Ser Trp Glu 
50 55 60 



Val Leu Ser Trp Glu Asp Tyr Glu Gly Phe His Leu Leu Gly Gin Pro 
65 70 75 80 



Leu Ser His Leu Ala Arg Arg Leu Leu Asp Thr Val Trp Asn Lys Gly 
85 90 95 



Thr Trp Ala Cys Gin Lys Leu He Ala Ala Ala Gin Glu Ala Gin Ala 
100 105 110 



Asp Ser Gin Ser Pro Lys Leu His Gly Cys Trp Asp Pro His Ser Leu 
115 120 125 



His Pro Ala Arg Asp Leu Gin Ser His Arg Pro Ala He Val Arg Arg 
130 135 140 



Leu His Ser His Val Glu Asn Met Leu Asp Leu Ala Trp Glu Arg Gly 
145 150 155 160 



Phe Val Ser Gin Tyr Glu Cys Asp Glu He Arg Leu Pro He Phe Thr 
165 170 175 



Pro Ser Gin Arg Ala Arg Arg Leu Leu Asp Leu Ala Thr Val Lys Ala 
180 185 190 



Asn Gly Leu Ala Ala Phe Leu Leu Gin His Val Gin Glu Leu Pro Val 
195 200 205 



Pro Leu Ala Leu Pro Leu Glu Ala Ala Thr Cys Lys Lys Tyr Met Ala 
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210 215 220 



Lys Leu Arg Thr Thr Val Ser Ala Gin Ser Arg Phe Leu Ser Thr Tyr 
225 230 235 240 



Asp Gly Ala Glu Thr Leu Cys Leu Glu Asp He Tyr Thr Glu Asn Val 
245 250 255 



Leu Glu Val Trp Ala Asp Val Gly Met Ala Gly Pro Pro Gin Lys Ser 
260 265 270 



Pro Ala Thr Leu Gly Leu Glu Glu Leu Phe Ser Thr Pro Gly His Leu 
275 280 285 



Asn Asp Asp Ala Asp Thr Val Leu Val Val Gly Glu Ala Gly Ser Gly 
290 295 300 



Lys Ser Thr Leu Leu Gin Arg Leu His Leu Leu Trp Ala Ala Gly Gin 
305 310 315 320 



Asp Phe Gin Glu Phe Leu Phe Val Phe Pro Phe Ser Cys Arg Gin Leu 
325 330 335 



Gin Cys Met Ala Lys Pro Leu Ser Val Arg Thr Leu Leu Phe Glu His 
340 345 350 



Cys Cys Trp Pro Asp Val Gly Gin Glu Asp He Phe Gin Leu Leu Leu 
355 360 365 



Asp His Pro Asp Arg Val Leu Leu Thr Phe Asp Gly Phe Asp Glu Phe 
370 375 380 



Lys Phe Arg Phe Thr Asp Arg Glu Arg His Cys Ser Pro Thr Asp Pro 
385 390 395 400 



Thr Ser Val Gin Thr Leu Leu Phe Asn Leu Leu Gin Gly Asn Leu Leu 
405 410 415 
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Lys Asn Ala Arg Lys Val Val Thr Ser Arg Pro Ala Ala Val Ser Ala 
420 425 430 



Phe Leu Arg Lys Tyr He Arg Thr Glu Phe Asn Leu Lys Gly Phe Ser 
435 440 445 



Glu Gin Gly He Glu Leu Tyr Leu Arg Lys Arg His His Glu Pro Gly 
450 455 460 



Val Ala Asp Arg Leu He Arg Leu Leu Gin Glu Thr Ser Ala Leu His 
465 470 475 480 



Gly Leu Cys His Leu Pro Val Phe Ser Trp Met Val Ser Lys Cys His 
485 490 495 



Gin Glu Leu Leu Leu Gin Glu Gly Gly Ser Pro Lys Thr Thr Thr Asp 
500 505 510 



Met Tyr Leu Leu He Leu Gin His Phe Leu Leu His Ala Thr Pro Pro 
515 520 525 



Asp Ser Ala Ser Gin Gly Leu Gly Pro Ser Leu Leu Arg Gly Arg Leu 
530 535 540 



Pro Thr Leu Leu His Leu Gly Arg Leu Ala Leu Trp Gly Leu Gly Met 
545 550 555 560 



Cys Cys Tyr Val Phe Ser Ala Gin Gin Leu Gin Ala Ala Gin Val Ser 
565 570 575 



Pro Asp Asp He Ser Leu Gly Phe Leu Val Arg Ala Lys Gly Val Val 
580 585 590 



Pro Gly Ser Thr Ala Pro Leu Glu Phe Leu His He Thr Phe Gin Cys 
595 600 605 



Phe Phe Ala Ala Phe Tyr Leu Ala Leu Ser Ala Asp Val Pro Pro Ala 
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610 615 620 



Leu Leu Arg His Leu Phe Asn Cys Gly Arg Pro Gly Asn Ser Pro Met 
625 630 635 640 



Ala Arg Leu Leu Pro Thr Met Cys He Gin Ala Ser Glu Gly Lys Asp 
645 650 655 



Ser Ser Val Ala Ala Leu Leu Gin Lys Ala Glu Pro His Asn Leu Gin 
660 665 670 



He Thr Ala Ala Phe Leu Ala Gly Leu Leu Ser Arg Glu His Tip Gly 
675 680 685 



Leu Leu Ala Glu Cys Gin Thr Ser Glu Lys Ala Leu Leu Arg Arg Gin 
690 695 700 



Ala Cys Ala Arg Trp Cys Leu Ala Arg Ser Leu Arg Lys His Phe His 
705 710 715 720 



Ser He Pro Pro Ala Ala Pro Gly Glu Ala Lys Ser Val His Ala Met 
725 730 735 



Pro Gly Phe He Trp Leu He Arg Ser Leu Tyr Glu Met Gin Glu Glu 
740 745 750 



Arg Leu Ala Arg Lys Ala Ala Arg Gly Leu Asn Val Gly His Leu Lys 
755 760 765 



Leu Thr Phe Cys Ser Val Gly Pro Thr Glu Cys Ala Ala Leu Ala Phe 
770 775 780 



Val Leu Gin His Leu Arg Arg Pro Val Ala Leu Gin Leu Asp Tyr Asn 
785 790 795 800 



Ser Val Gly Asp He Gly Val Glu Gin Leu Leu Pro Cys Leu Gly Val 
805 810 815 
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Cys Lys Ala Leu Tyr Leu Arg Asp Asn Asn He Ser Asp Arg Gly He 
820 825 830 



Cys Lys Leu He Glu Cys Ala Leu His Cys Glu Gin Leu Gin Lys Leu 
835 840 845 



Ala Leu Phe Asn Asn Lys Leu Thr Asp Gly Cys Ala His Ser Met Ala 
850 855 860 



Lys Leu Leu Ala Cys Arg Gin Asn Phe Leu Ala Leu Arg Leu Gly Asn 
865 870 875 880 



Asn Tyr He Thr Ala Ala Gly Ala Gin Val Leu Ala Glu Gly Leu Arg 
885 890 895 



Gly Asn Thr Ser Leu Gin Phe Leu Gly Phe Trp Gly Asn Arg Val Gly 
900 905 910 



Asp Glu Gly Ala Gin Ala Leu Ala Glu Ala Leu Gly Asp His Gin Ser 
915 920 925 



Leu Arg Trp Leu Ser Leu Val Gly Asn Asn He Gly Ser Val Gly Ala 
930 935 940 



Gin Ala Leu Ala Leu Met Leu Ala Lys Asn Val Met Leu Glu Glu Leu 
945 950 955 960 



Cys Leu Glu Glu Asn His Leu Gin Asp Glu Gly Val Cys Ser Leu Ala 
965 970 975 



Glu Gly Leu Lys Lys Asn Ser Ser Leu Lys He Leu Lys Leu Ser Asn 
980 985 990 



Asn Cys He Thr Tyr Leu Gly Ala Glu Ala Leu Leu Gin Ala Leu Glu 
995 1000 1005 



Arg Asn Asp Thr He Leu Glu Val Trp Leu Arg Gly Asn Thr Phe 
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1010 1015 1020 



Ser Leu Glu Glu Val Asp Lys Leu Gly Cys Arg Asp Thr Arg Leu 
1025 1030 1035 



Leu Leu 
1040 



<210> 3 

<211> 1212 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . . (1212) 

<223> 

<400> 3 

atg gee gac aag gtc ctg aag gag aag aga aag ctg ttt ate cgt tec 48 

Met Ala Asp Lys Val Leu Lys Glu Lys Arg Lys Leu Phe He Arg Ser 
15 10 15 

atg ggt gaa ggt aca ata aat ggc tta ctg gat gaa tta tta cag aca 96 
Met Gly Glu Gly Thr He Asn Gly Leu Leu Asp Glu Leu Leu Gin Thr 
20 25 30 

agg gtg ctg aac aag gaa gag atg gag aaa gta aaa cgt gaa aat get 144 
Arg Val Leu Asn Lys Glu Glu Met Glu Lys Val Lys Arg Glu Asn Ala 
35 40 45 

aca gtt atg gat aag acc cga get ttg att gac tec gtt att ccg aaa 192 
Thr Val Met Asp Lys Thr Arg Ala Leu He Asp Ser Val He Pro Lys 
50 55 60 

ggg gca cag gca tgc caa att tgc ate aca tac att tgt gaa gaa gac 240 
Gly Ala Gin Ala Cys Gin He Cys He Thr Tyr lie Cys Glu Glu Asp 
65 70 75 80 

agt tac ctg gca ggg acg ctg gga etc tea gca gat caa aca tct gga 288 
Ser Tyr Leu Ala Gly Thr Leu Gly Leu Ser Ala Asp Gin Thr Ser Gly 
85 90 95 

aat tac ctt aat atg caa gac tct caa gga gta ctt tct tec ttt cca 336 
Asn Tyr Leu Asn Met Gin Asp Ser Gin Gly Val Leu Ser Ser Phe Pro 
100 105 110 
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get cct cag gca gtg cag gac aac cca get atg ccc aca tec tea ggc 384 
Ala Pro Gin Ala Val Gin Asp Asn Pro Ala Met Pro Thr Ser Ser Gly 
115 120 125 

tea gaa ggg aat gtc aag ctt tgc tec eta gaa gaa get caa agg ata 
Ser Glu Gly Asn Val Lys Leu Cys Ser Leu Glu Glu Ala Gin Arg He 
130 135 140 

tgg aaa caa aag teg gca gag att tat cca ata atg gac aag tea age 
Trp Lys Gin Lys Ser Ala Glu He Tyr Pro He Met Asp Lys Ser Ser 
145 150 155 160 

cgc aca cgt ctt get etc att ate tgc aat gaa gaa ttt gac agt att 
Arg Thr Arg Leu Ala Leu He He Cys Asn Glu Glu Phe Asp Ser He 
165 170 175 

cct aga aga act gga get gag gtt gac ate aca ggc atg aca atg ctg 
Pro Arg Arg Thr Gly Ala Glu Val Asp He Thr Gly Met Thr Met Leu 
180 185 190 

eta caa aat ctg ggg tac age gta gat gtg aaa aaa aat etc act get 
Leu Gin Asn Leu Gly Tyr Ser Val Asp Val Lys Lys Asn Leu Thr Ala 
195 200 205 

teg gac atg act aca gag ctg gag gca ttt gca cac cgc cca gag cac 
Ser Asp Met Thr Thr Glu Leu Glu Ala Phe Ala His Arg Pro Glu His 
210 215 220 

aag ace tct gac age acg ttc ctg gtg ttc atg tct cat ggt att egg 
Lys Thr Ser Asp Ser Thr Phe Leu Val Phe Met Ser His Gly He Arg 
225 230 235 240 

gaa ggc att tgt ggg aag aaa cac tct gag caa gtc cca gat ata eta 
Glu Gly He Cys Gly Lys Lys His Ser Glu Gin Val Pro Asp He Leu 
245 250 255 

caa etc aat gca ate ttt aac atg ttg aat ace aag aac tgc cca agt 
Gin Leu Asn Ala He Phe Asn Met Leu Asn Thr Lys Asn Cys Pro Ser 
260 265 270 

ttg aag gac aaa ccg aag gtg ate ate ate cag gee tgc cgt ggt gac 
Leu Lys Asp Lys Pro Lys Val He He He Gin Ala Cys Arg Gly Asp 
275 280 285 

age cct ggt gtg gtg tgg ttt aaa gat tea gta gga gtt tct gga aac 
Ser Pro Gly Val Val Trp Phe Lys Asp Ser Val Gly Val Ser Gly Asn 
290 295 300 

eta tct tta cca act aca gaa gag ttt gag gat gat get att aag aaa 960 
Leu Ser Leu Pro Thr Thr Glu Glu Phe Glu Asp Asp Ala He Lys Lys 
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480 



528 



576 



624 



672 



720 



768 



816 



864 



912 
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305 310 315 320 

gcc cac ata gag aag gat ttt ate get ttc tgc tct tec aca cca gat 1008 

Ala His He Glu Lys Asp Phe He Ala Phe Cys Ser Ser Thr Pro Asp 
325 330 335 

aat gtt tct tgg aga cat ccc aca atg ggc tct gtt ttt att gga aga 1056 

Asn Val Ser Trp Arg His Pro Thr Met Gly Ser Val Phe He Gly Arg 
340 345 350 



etc att gaa cat atg caa gaa tat gcc tgt tec tgt gat gtg gag gaa 
Leu He Glu His Met Gin Glu Tyr Ala Cys Ser Cys Asp Val Glu Glu 
355 360 365 



1104 



att ttc cgc aag gtt cga ttt tea ttt gag cag cca gat ggt aga gcg 1152 
He Phe Arg Lys Val Arg Phe Ser Phe Glu Gin Pro Asp Gly Arg Ala 
370 375 380 

cag atg ccc ace act gaa aga gtg act ttg aca aga tgt ttc tac etc 1200 
Gin Met Pro Thr Thr Glu Arg Val Thr Leu Thr Arg Cys Phe Tyr Leu 
385 390 395 400 

ttc cca gga cat 1212 
Phe Pro Gly His 



<210> 4 

<211> 404 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Ala Asp Lys Val Leu Lys Glu Lys Arg Lys Leu Phe He Arg Ser 
15 10 15 



Met Gly Glu Gly Thr He Asn Gly Leu Leu Asp Glu Leu Leu Gin Thr 
20 25 30 



Arg Val Leu Asn Lys Glu Glu Met Glu Lys Val Lys Arg Glu Asn Ala 
35 40 45 



Thr Val Met Asp Lys Thr Arg Ala Leu He Asp Ser Val He Pro Lys 
50 55 60 
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Gly Ala Gin Ala Cys Gin He Cys He Thr Tyr He Cys Glu Glu Asp 
65 70 75 80 



Ser Tyr Leu Ala Gly Thr Leu Gly Leu Ser Ala Asp Gin Thr Ser Gly 
85 90 95 



Asn Tyr Leu Asn Met Gin Asp Ser Gin Gly Val Leu Ser Ser Phe Pro 
100 105 110 



Ala Pro Gin Ala Val Gin Asp Asn Pro Ala Met Pro Thr Ser Ser Gly 
115 120 125 



Ser Glu Gly Asn Val Lys Leu Cys Ser Leu Glu Glu Ala Gin Arg He 
130 135 140 



Trp Lys Gin Lys Ser Ala Glu He Tyr Pro He Met Asp Lys Ser Ser 
145 150 155 160 



Arg Thr Arg Leu Ala Leu He He Cys Asn Glu Glu Phe Asp Ser He 
165 170 175 



Pro Arg Arg Thr Gly Ala Glu Val Asp He Thr Gly Met Thr Met Leu 
180 185 . 190 



Leu Gin Asn Leu Gly Tyr Ser Val Asp Val Lys Lys Asn Leu Thr Ala 
195 200 205 



Ser Asp Met Thr Thr Glu Leu Glu Ala Phe Ala His Arg Pro Glu His 
210 215 220 



Lys Thr Ser Asp Ser Thr Phe Leu Val Phe Met Ser His Gly He Arg 
225 230 235 240 



Glu Gly He Cys Gly Lys Lys His Ser Glu Gin Val Pro Asp He Leu 
245 250 255 



Gin Leu Asn Ala He Phe Asn Met Leu Asn Thr Lys Asn Cys Pro Ser 
260 265 270 

mSE# 2004-3122102 



#Sf 2003-396278 



16/E 



Leu Lys Asp Lys Pro Lys Val He He He Gin Ala Cys Arg Gly Asp 
275 280 285 



Ser Pro Gly Val Val Trp Phe Lys Asp Ser Val Gly Val Ser Gly Asn 
290 295 300 

Leu Ser Leu Pro Thr Thr Glu Glu Phe Glu Asp Asp Ala He Lys Lys 
305 310 315 320 



Ala His He Glu Lys Asp Phe He Ala Phe Cys Ser Ser Thr Pro Asp 
325 330 335 



Asn Val Ser Trp Arg His Pro Thr Met Gly Ser Val Phe He Gly Arg 
340 345 350 



Leu He Glu His Met Gin Glu Tyr Ala Cys Ser Cys Asp Val Glu Glu 
355 360 365 

He Phe Arg Lys Val Arg Phe Ser Phe Glu Gin Pro Asp Gly Arg Ala 
370 " 375 380 

Gin Met Pro Thr Thr Glu Arg Val Thr Leu Thr Arg Cys Phe Tyr Leu 
385 390 395 400 



Phe Pro Gly His 
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mm 
w i -a] 



FLAG— procaspase— 1 (C285A) - + - + 
NOD2-myc-His - - + + 



NOD2— myc— His 



-191-. 




-97- 



19- 
16- 



im i -b] 

FLAG— procaspase— 1 (C285A) 
NOD2— myc— His 



- + - + 
- + + 



+ - + 
- + + 



" FLAG— procaspase — 1 
(C285A) 



-191- 



WB:gLFLAG$a& 
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